Chronic hepatitis B infection (HBV) is a serious global health problem affecting approximately 300 -. i.** *.
..# 1*.v*. HBV DNA was detected by in situ hybridisation as described previously.' Discussion The patient we report here has been followed up at our clinic for more than 11 years (seven years before bone marrow transplantation and more than four years afterwards). This is the first documented report on the serological clearance of HBsAg following high dose chemotherapy and peripheral blood stem cell rescue. The patient has a definite history of chronic hepatitis B, as evidenced by previous serology and histology. The mechanism for her loss of HBV viral markers7 (HBsAg and HBV DNA) is unknown. Loss of HBsAg is probably related to the high dose chemotherapy and autologous peripheral blood stem cell infusion, as the chance of spontaneous loss of HBsAg is extremely low, especially in Chinese (0.1% to 0.8%).
No matter what mechanism was involved, this report suggests that the cause of HBV persistence is not clonal deletion but clonal suppression, as only autologous cells were involved.3 Hepatitis B e seroconversion occurred more than 300 days before the autologous bone marrow transplant. This was accompanied by lowering of HBV DNA in serum, which could not be detected by dot hybridisation but only by PCR. Histologically, even at this stage there was already marked reduction in necroinflammatory activity. This lowered HBV DNA level might have helped the subsequent clearance of HBsAg after autologous bone marrow transplantation. This is in analogy to the use of interferon in treating HBV, where a low HBV DNA level favours response. Similarly, it was our recent observation that a high pre-bone marrow transplant HBV DNA viral load might have prevented one of our allogeneic bone marrow transplant patients from clearing HBsAg after reception of HBsAb positive marrow. 5 The loss of HBsAg occurred 33 months after the autologous bone marrow transplantation. This kind of delayed clearance has also been reported in patients treated with interferon. With seroconversion from HBeAg to HBeAb and then from HBsAg to HBsAb, there was marked resolution of inflammatory components (marked piecemeal necrosis and bridging necrosis observed in the initial liver biopsy). However, the fibrous portal expansion, though mild, remained the same throughout the course. The histological picture probably represented an inactive burned out form of chronic active hepatitis.9
Though the patient is HBsAg negative and HBsAb positive, HBV DNA is still detectable in the liver tissue by in situ hybridisation and PCR. This low level of HBV, which persisted in the liver, probably represents active virus rather than integrated, non-replicative forms of genome. First, recrudescence of hepatitis B has been reported in HBsAg negative patients who have been treated with cancer chemotherapy, immunosuppressive regimens, or liver transplantation.'0 Second, there have been several reports of transmission of hepatitis B by blood donations from HBsAg negative patients. " Third, it has been shown that resolution of HBV infection with the development of HBsAb does not necessarily mean complete eradication of the virus. Recently, it was found that HBV specific cytotoxic T lymphocytes can be present as acute stage precursors long after recovery, displaying an activated phenotype (HLA-DR, CD 69), and can coexist with trace amounts of HBV DNA. These data suggest that the hepatitis B virus is controlled by the cellular and humoral immune response rather than being completely eradicated after resolution of acute and chronic hepatitis B infection.4
